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LOCALIZATION OF T CELL EPITOPES ON PROTHROMBIN IN PATIENTS POSITIVE FOR ANTIPROTHROMBIN ANTIBODIES
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Objective: Prothrombin (PT) is one of the major autoantigen in patients with APS. Prothrombin is a 74 kDa molecule, consisting of Fragment-1 (F1) domain and the prethrombin-1 (pre-1) domain, and the presence of antiprothrombin antibodies is closely related to history of thrombosis. Since the production of anti-protein antibodies is driven by antigen specific T cells, the analysis of T cell epitopes may lead to autoantigen specific immunosuppressive therapies. We wished to determine the localization of common T cell epitopes of PT. Methods: All patients included in this study were positive for antiprothrombin antibody, as measured by enzyme immunoassay. PT was digested with thrombin, and F1 and pre-1 domains were purified. Peripheral blood mononuclear cells (PBMC) from 15 patients with APS or SLE were tested for T cell responses to full length PT, F1 or pre-1. Cell proliferation was measured by BrdU uptake method (Cell proliferation ELISA). Results: 1) Positive T cell reponses were observed in 6 patients. Among these patients, PBMC from 2 patients responded to F1, 3 to pre-1, and PBMC from 1 patient responded to both F1 and pre-1. 2) T cell epitopes and B cell epitopes seemed to be located on the same domain in 4 patients, but not in the other 2 patients. 3) No significant association was observed between localization of T cell epitopes and HLA-DRB1 alleles or history of thrombosis. Conclusion: T cell epitopes of PT in patients positive for antiprothrombin antibodies differ among individuals.

